Significant changes in platelet-activating factor (PAF; 1-O-alkyl-2-acetyl-sn-glycero-3\x=req-\ phosphorylcholine) concentration 
Introduction
Platelet-activating factor (PAF), chemically identified as 1-0-alkyl-2-acetyl-sn-glycero-3-phosphorylcholine, is a very potent ether-linked phospholipid with a wide spectrum of biological and pathophysiological activities (Snyder et al, 1989; Snyder, physiological concentrations of PAF (constitutive expression), or by the 'remodelling' pathway (Wykle et al, 1980; Uemura et al, 1991) in which it is activated in inflammatory states by deacylation of pre-existing l-0-alkyl-2-acyl-s«-glycero-3-phosphorylcholine (alkylacyl-GPC) by phospholipase A2, which produces lyso-PAF, which in turn is rapidly acetylated to PAF. In many circumstances PAF is not released from the cells but remains cell-associated.
Knowledge of the PAF metabolic pathways is derived from studies with different cells from various species (Robinson et al, 1985; Touqui et al, 1985) . For a target cell responding to an exogenous PAF molecule, the following would appear to be the sequence of events: PAF penetration into the outer plasma membrane, upon which (i) complexing with specific membrane receptors may promote cell activation to perform diverse receptor-mediated biological responses (Hwang et al, 1989) , and (ii) PAF may be subject to membrane-bound PAFmetabolizing enzymes that degrade the phospholipid (Lachachi et al, 1985; Snyder et al, 1986; Harper, 1989, 1990 ). The PAF molecule, which is internalized intact, may also be transported into the cell, traversing the cytosol where PAF may be metabolized. During passage through the cell mem¬ brane, PAF may be converted to lyso-PAF before reacylation to alkylacyl-GPC (see Harper, 1989, 1990 for references). These two metabolites are important precursors for PAF biosynthesis. Other than our studies with purified rabbit endometrial membranes Harper, 1989, 1990) This information is important because significant concen¬ trations of uterine PAF are demonstrable in the rabbit, reaching a peak (a more than 15-fold increase over oestrous concen¬ trations) on day 5 of pregnancy (Angle et al, 1988) . Unlike human endometrial cells, however, constitutive PAF synthesis in separated rabbit endometrial cells in vitro is not easily detectable; significant synthesis is observed only after cell activation by pulsing with the calcium ionophore A23187 (Kasamo et al, 1992) . Relative changes in enzymes in the synthesis and metabolism of PAF may account for the changes in endogenous uterine PAF during the preimplantation period of pregnancy and the inability to observe significant PAF accumulation in endometrial cells during in vitro incubation.
The object of the present study was to examine some of the factors controlling the metabolism of exogenous [ H] PAF in endometrial cells of rabbits on day 6 of pregnancy, since this was the day on which PAF concentrations decrease markedly.
Materials and Methods

Materials
The radioligands, l-0-[3H]octadecyl-2-acetyl-sn-glycero- (Fig. 2a) (Fig. 2b) .
Effect of calcium on platelet-activating factor metabolism (Fig. 1) . The presence of (Fig. 3) (Fig. 4) We have shown that this neutral lipid was identical to the lipid product of PAF incubation with phospholipase C (Kudolo and Harper, 1995) . In addition to this, after TLC and using GC/FID, the neutral lipid extracted from the glandular epithelial cell incubation medium was found to be eluted at 11.7 min ( = 2), which was not different from that for the lipid produced by phospholipase C digestion of PAF, which was 11.5 ± 1.6 min (mean ± SD, n = 3).
Platelet-activating factor metabolism by subcellular (Blank et al, 1981; Albert and Snyder, 1983; Kramer et al, 1984 (Lachachi et al, 1985; Touqui et al, 1987) and by cultured rat Kupffer cells (Chao et al, 1989 (Wykle et al, 1980) and CDP-choIine:lalkylacetylglycerol-DTT-insensitive cholinephosphotransferase (Renooij and Snyder, 1981) . Biosynthesis of PAF is calcium dependent (Ninio et al, 1983) ; both EDTA and EGTA inhibit acetyltransferase activity (Wykle et al, 1980 (Ninio, 1987 (Kudolo and Harper, 1995 (Okayasu el al, 1986) .
In rabbit endometrial cells in culture, PAF synthesis is essentially via the remodelling pathway (Kasamo el al, 1992 (Tessner et al, 1989) . This latter observation could not be confirmed by Sisson et al (1987) . We (Kudolo and Harper, 1989 (O'Flaherty et al, 1989) .
Taken together, metabolism of exogenous PAF in short-term incubations may take place after it enters the endometrial cell. Once inside the cell, PAF is subject to rapid deacetylation. The fate of lyso-PAF is cell dependent. In the stroma, PAF synthesis may be limited and restricted to a remodelling pathway, and lyso-PAF:acetyl CoA acetyltransferase may be a limiting factor. The bulk of endogenous uterine PAF synthesis observed during the preimplantation period may take place in the glandular epithelial cells via a unique de novo pathway in which l-O-alkyl-2-acetyl-glycerol may serve as the sub¬ strate for CDP-choline:l-alkylacetylglycerol-DTT-insensitive cholinephosphotransferase (Renooij and Snyder, 1981; Kudolo and Harper, 1995) 
